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DETAILED ACTION 

Applicant's cancellation of Claims 1-13 and 20-43 and amendment of Claims 14-19 in 
Paper No. 3 is acknowledged. Claims 14-19 are pending and are hereby examined. 

Claim Rejections - 35 USC § 112-First Paragraph 
Claims 14-19 are rejected under 35 U.S.C. 1 12, first paragraph. The specification is 
enabling for the polynucleotides of SEQ ID NO: 14, 16, 18, 20, 22, 24, 26, 28, 30, and 35 as well 
as polynucleotides encoding the proteins set forth in SEQ ID NO: 13, 15, 17, 19, 21, 23, 25, 27 
29, and 34. However, the specification does not reasonably provide enablement for all 
polynucleotide sequences encoding the KDELr (KDELr) inhibitors recited in Claims 14-19. 
The specification does not enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and use the invention commensurate in scope with these 
claims. 

Claim 14 is so broad as to encompass any polynucleotide sequence that encodes any 
KDELr inhibitor comprising any trimer of subunits, wherein each subunit comprises any 
oligomerization domain and any region, at its C-terminus, which binds to any KDELr. This 
claim is not enabled in three ways. First, it is not enabled for any combination of any three 
subunits. Second, it is not enabled for any oligomerization domain. Third, it is not enabled for 
any region that binds to any KDELr. Claims 15- 19 are also not enabled for any polynucleotide 
encoding any KDELr inhibitor comprising any trimer of subunits. Claims 16, 18, and 19 are also 
not enabled for any polynucleotide encoding any KDELr inhibitor in which each subunit has, at 
its C-terminus, any region that binds to any KDELr. Claim 15 is also not enabled for any 
polynucleotide encoding any KDELr inhibitor in which each subunit has any oligomerizati 
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domain. Claims 16 and 17 are also not enabled for any polynucleotide encoding any KDELr 
inhibitor in which each subunit has any pentamerization domain. Claims 18 and 19 are also not 
enabled for any polynucleotide encoding any KDELr inhibitor in which each subunit has any 
pentamerization domain, wherein the pentamerization domain is derived from a any cartilage 
oligomeric matrix protein. The scope of each of these claims is not commensurate with the 
enablement provided by the disclosure with regard to the extremely large number of 
polynucleotides broadly encompassed by the claim. Since the amino acid sequence of a protein 
determines its structural and functional properties, predictability of which changes can be 
tolerated in a protein's amino acid sequence and obtain the desired KDELr inhibitor activity 
requires a knowledge of and guidance with regard to which amino acids in the protein's 
sequence, if any, are tolerant of modification and which are conserved (i.e. expectedly intolerant 
to modification), and detailed knowledge of the ways in which the protein's structure relates to 
its function. However, in this case the disclosure is limited to the amino acid sequences of SEQ 
ID NO: 13, 15, 17, 19, 21, 23, 25, 27, 29, and 34 and the nucleotide sequences of SEQ ID NO: 
14, 16, 18, 20, 22, 24, 26, 28, 30, and 35. 

While recombinant and mutagenesis techniques are known, it is not routine in the art to 
screen for multiple substitutions or multiple modifications, as encompassed by the instant claims, 
and the positions within a protein's sequence where amino acid modifications can be made with a 
reasonable expectation of success in obtaining the desired activity/utility are limited in any 
protein and the results of such modifications are unpredictable. In addition, one skilled in the art 
would expect any tolerance to modification for a given protein to diminish with each further and 
additional modification, e.g. multiple substitutions. 
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The specification does not support the broad scope of: 

Claims 14-19 which, encompasses all polynucleotide sequences that encode a protein 
having KDELr inhibitor activity and having any trimer of subunits. 

Claims 16 ? 18, and 19 which, encompasses all polynucleotide sequences that encode a 
protein having KDELr inhibitor activity in which, each subunit has any region that binds to any 
KDELr. 

Claim 15 which, encompasses all polynucleotide sequences that encode a protein having 
KDELr inhibitor activity in which, each subunit has any oligomerization domain. 

Claims 16 and 17 which, encompasses all polynucleotide sequences that encode a protein 
having KDELr inhibitor activity in which, each subunit has any pentamerization domain. 

Claims 18 and 19 which, encompasses all polynucleotide sequences that encode a protein 
having KDELr inhibitor activity in which, each subunit has any pentamerization domain, 
wherein the pentamerization domain is derived from any cartilage oligomeric matrix protein. 

The specification does not support the broad scope of Claims 14-19 because the 
specification does not establish: (A) regions of the protein structure which may be modified 
without effecting the activity of the KDELr inhibitors; (B) the general tolerance of the activity of 
the KDELr inhibitors to modification and extent of such tolerance; (C) a rational and predictable 
scheme for modifying any residues with an expectation of obtaining the desired biological 
function; and (D) the specification provides insufficient guidance as to which of the essentially 
infinite possible choices is likely to be successful. 

Thus, applicants have not provided sufficient guidance to enable one of ordinary skill in 
the art to make and use the claimed invention in a manner reasonably correlated with the scope 
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of the claims broadly including any number of KDELr inhibitors with an enormous number of 
amino acid modifications of the KDELr inhibitors of SEQ ID NO: 13, 15, 17, 19, 21, 23, 25, 27, 
29, and 34. The scope of the claims must bear a reasonable correlation with the scope of 
enablement (In re Fisher, 166 USPQ 19 24 (CCPA 1970)). Without sufficient guidance, 
determination of the identity of polynucleotide sequences having the desired biological 
characteristics is unpredictable and the experimentation left to those skilled in the art is 
unnecessarily, and improperly, extensive and undue. See In re Wands 858 F.2d 731, 8 USPQ2nd 
1400 (Fed. Cir, 1988). 

Claims 14-19 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. 

These claims are directed to a genus of DNA molecules encoding any KDELr inhibitor 
from any source. The specification teaches the structure of only ten representative species of 
such DNAs. Moreover, the specification fails to describe any other representative species by any 
identifying characteristics or properties other than the functionality of encoding a KDELr 
inhibitor. Given this lack of description of representative species encompassed by the genus of 
the claim, the specification fails to sufficiently describe the claimed invention in such full, clear, 
concise, and exact terms that a skilled artisan would recognize that applicants were in possession 
of the claimed invention. 

Claims 16-19 are rejected under 35 U.S.C. 1 12, first paragraph, as containing subject 
matter which was not described in the specification in such a way as to enable one skilled in the 
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art to which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. Claims 16-19 recite a genus of KDELr inhibitors comprising a trimer of protein 
subunits wherein each subunit comprises a pentamerization domain. The specification does not 
provide enablement for any KDELr inhibitors comprising a trimer of protein subunits wherein 
each subunit comprises a pentamerization domain. Thus, the specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make/use the invention as recited in these claims. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sheridan L. Swope whose telephone number is 703-305-1696. 
The examiner can normally be reached on M-F; 8:30-5 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ponnathapura Achutamurthy can be reached on 703-308-3804. The fax phone 
numbers for the organization where this application or proceeding is assigned are 703-305-3014 
for regular communications and 703-872-9307 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 
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